(19) n^^t^m^mmm 



(43) se^^ggQ 

2000 ^12 ^21 B (21.12.2000) 





PCX 



iiiiiiiiiiiini 



(10) BliS^BgS# 

wo 00/76980 Al 



(51) SlgiNSFEt^^S': C07D 213/82, 239/42. 239/47, 239/48, 
403/12, 405/12, 409/12, 401/12, A61K 31/455, 31/505, 
31/506, 31/5377, A61P 43/00, 9/10, 29/00, 35/00. 13/12 



(21) SPS^UilS^: 

(22) SfSEUifilB: 

(25) mwsitiimo)ns: 

(26) Bieibg3a)SS§: 



PCT/JPOO/03768 



2000 ^6 ^9 B (09.06.2000) 



(30) »9t^^-^: 

11/163344 1999^6^10 B (10.06.1999) JP 
^HVl 1/165217 1999 ^6 11 B (1 1.06.1999) JP 

(71) &mx(i^m^^<±xa>^^m\z'Di\x): ihi,m 

SSH*jt^tt (YAMANOUCHl PHARMACEUTICAL 
CO., LTD.) [JP/JP]; T 103-8411 m»i»E|>ftEB*a* 
BI-TS3S11* Tokyo (JP), 



(72) 

(75) ^w#/aiS@A r*Slc•^l^r cD^;: n^Mt. 

(SUZUKI, Takayuki) [JP/JP]. S ffl ® - (ONDA, 
Kenichi) [JP/JP]. ¥t ± & (MURAKAMI, Takeshi) 
[JP/JP]. ffl**;: (NEGORO, KenjO [JP/JP], A* 
(YAHIRO, KiyoshI) [JP/JP]. AUUfttii (MARUYAMA, 
Tatsuya) [JP/JP]. S |g (SHIMAYA, Akiyoshi) 
[JP/JP]. * BB 88 (OHTA, Mltsuaki) [JP/JP]; f 
305-8585 3?«lftO < li rtjeP*A<£21 ULjirtSllll«t 
sC^ttrt lbaraki(JP). 

(74) ftSA: ^(NAGAI, Shozo et al.); t174- 

8612 m$£?ffilSESa=T S nSi-^ Oi;^ ASSiaE^ 

3t*tt»ft«5rt Tokyo (JP). 

(81) 1 rlirt;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
EG, BR, BY, OA, CH, CN, CR, CU, CZ, DE, DK, DM, 
DZ, EE, ES, Fl, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT. LU, 
LV, MA, MD. MG, MK, MN, MW, MX, MZ, KO, NZ, PL, 



(54) Title: NOVEL NITROGEN-CONTAUNG HETEROCYCLIC DERIVATIVES OR SALTS THEREOF 

(54) mmco^Vf^: isim^j^'^^m»myimmt^:sL\ii(o^ 

(57) Abstract: Compounds which arc useful as preventives or remedies for complications of diabetes based on protein kinase C 
inhibition. Nitrogen-containing heterocyclic derivatives characterized by the chemical structure in that a nitrogen-containing hetero 
cycle having carbamoyl is bonded to aryl, cycloalkyl or heteroaryl via a nitrogen atom, and to optionally substituted alkylene, etc. via 
another nitrogen atom, for example, 4-benzyloxy-2-[(2-dimethylaminoethyl)amino]-6-(3-methylanilino)pyrimidine-5-carboxamide. 
These compounds well inhibit PKC activity and exert a favorable effect of ameliorating complications of diabetes. 

(57) 



00 
ON 



I 



6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 Al tililiililllliiliiiliiin 



PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR. TT, TZ, 
UA, UG, US. UZ, VN, YU. ZA, ZW. 

(84) JgSS ARIPO tflf (GH, GH KE, LS, MW, 

MZ, SD, SL, SZ, TZ. UG. ZW), 3.-^ i/T^I* (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — P 
(AT, BE, CH, CY, DE, DK, ES, Fl, FR, GB, GR, IE, IT, 
LU, MC, NL, PT, SE), OAPI #K (BF, BJ, CF, CG, CI, 
CM, GA, GN, GW, ML, MR, NE. SN, TD, TG). 



6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 PCT/JPOO/03768 

m m 

:^mmt. mm. mzycr-o^i—^c (pko mmmtLxmts. isfm^f^s 

zfoT-^ :y:3f'i—^c (PKC) I*, liMlcj:orS1±^b*ti-5ti^9^^to-iz'j> 

V-tf>fA(z:^$4irL^-S (B i ochem J 2 9 1:329-343 (1 99 
l^fe-S (Science 258:607-6 14 (199 2)), PKCT'T Vlf-r 

« 

U^;3 27'f V*f'i'A^jg1±<b*-ti-'6 (Am J Physiol 26 5:E78 3-7 9 
3 (1 9 93) ) , mmmO'Sim\zi$l^Xt> /S1T'1'V+f'rA(Z)S14<b*^b:K§ (J 
Clin Invest 100:115-126 (1997)), ^tzs MWSXStK^ibU 



1 

6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 



PCT/JPOO/03768 



Viifi 2T^ V*f^ M.07S^ittm^ti*lXi^^ (Proc Natl Acad Sci 



m^0)^it/milzm4-t^Ztii^7FthXl^^ (J BIoI Chem 269:23 
230-23235 (1 994)), 

^IfU a/K-AT P a s eORl^^^l^jgC U m^tl'^m&'^mBt 

tlXl^^ (Diabetes 47: 8 5 9-866 (1 998)), fiT^y*f^ 

MztiLx^timmwm^TFtmMit. ±t&(Dm'^(o?mtttizimm^f^^is^ism 

flMMOiiLWi^m^^t^Ztfi^iFcitlXl^i (Science 272:728-731 
(1 996)»J Clin Invest 1 0 0 : 1 1 5- 1 2 6 (1 9 9 7) ) » 

ttjimBMt LT^bttXt^^ (Biochem Biophys R e s Co mm u n 
1 35: 397-402 (1 986) ) . LA^U Z(DmWm<i:rmm.Oit^^a)mS^ 

mt Lra)5&ffli4(i. mDyn^^:y:if-±--^iz$tthmmo^mt(Dxmiz^^wm^H 

rC>§ (J Med Chem 39:26 64-26 7 1 ( 1 9 9 6 ) ) » f^ft?^, 

OTr^>4^:h-Hflclt^LPKC(cil#?1iA^lMb^!K3<»:LT*Qb*L-CU-5 (J Med 

Chem 35:994-1 001 (1 992)), 

e7>>r> Ku-/uTu-f 5 LTi*v «f#ga¥7-2 1597 imzTU-BAx-^t^M 



USA 89:1 1 059-1 1 063 (1 992)), ^fc. 02T^ Ut^sm 




2 

6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 PCT/JP00/tt3768 

^tzs WO 9 7/1 906 5-^lC(±. 




3 

6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 PCT/JPOO/03768 




CONK 




c. 



\ 



R^ 
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. xi* — f E 4— MglS$^Lr=t^L^<S^&7;^4^b>. 



^*^LTt^l^^■T□7'J--^>» 

A':NR\ CO. O. S. MfilS^WL-CtmM5a7;WrU>. Xl*^. 
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2-^5^;u^^;k 1, 2-v^f-;i/::^Ptf;k ^4=->';k -fv^^v^k 

^Jk 2 -> f^;u^>^;k 3 -> ^;u^>^;u^A<^if btt-So ctibOttJX'lJmi^iia i 

rTOT;ui^rU>j <!:Lrii» xf^ux :^Ptfix>,^^u>«f(o<fe. >^;u 

ri/^P7;u4r;uj <i:Lri4. jt^Sli3-8(7)i/^PT;Mr;u^Si*«o 1#(::5M;Rt; 

rru-juj tLrii. :?x~jk •^^'^^•^k T>h»jJk 7x±>h'jjk -r^^r-^k 

r^-rP7'J-;Uj tLXlt. Zf^JM ^x^;k eP'j^k -fS^Vj^k ^7V*))l^. 

e^!/'j;k -fV5^7y'j;k ^v+•t^y'J;k euix^k e'j5v;k f'jyv:=.;k tf 
^i?;k T7i/Ty'j;k h'j7y';;uBLi;T^h5v^'j;uil(D^^^PT«j— ;k -r>K 
•j;k 7f=''ji^-Jk tf'j Ke'j5i^-;k 2. 3-/f^L/>i;^j-^i/7x-;k 2. 3 

-i^t KP-OK'Jik 1. 3-i;t KP'rV'T^K'J^k U S—Pt KP'fV^^V:? 
^:i;k 3-;t-^v-rv-f>K'JJk 2-;J-^V-1. 2-i/t KP^>"J-;k 1. 1-~ 
v^^V^>V/^7^:7x=.;k 9 -^4rV:7;u;j-U-;H|a)^^X(i=aa:^xP7 'J— 
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^J^:^0 K^*>^^^}^fi6f ^StLXI*. Prog. Med. 5:2157-2161 

(1 9 8 5) izi5iE$;h.TLNSs-\b, i£jiisjsi 9 9o^fij ^EMSiom^i mi^^^n 

ttl 6 3-1 9 8M(w|^|£$HTt^'^)S*Wb;K-5o 

izmim^zm.itPimumzm^myixts< ztii<m.m±^§kmtj:mii^^^o 

LTOTJ^lSyj— > (Greene) &i;':7'>':/ (WLits) TProtective Grotps in 
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1 . P K Cil#|$@^ ( S P AlCfe^ P K cfs^om^) 

PKCPflW^I* (J. Bio. Chenv 260:10039-10043. 1985) IzmCtz^mz^ IJU^Lf Zo 
SPA (Scintillation Proximity Assay) tits Ame 
r s h a mUiZ^ U m^thtc. v>5=- L/-^ -^1* A LfzZ^'y:!^'^' v 0 M—XomMZl^ 

SISjS «S§fi£ : 2. 5mU n i t PKC i sozymes (Ca I b i ochem 
tt) . 5 0mM. HEPES (pH7. 5).0. 25mM EDTA, 0. 1 2 5mM D 
TT. 12. 5mM MgClg, 0. 5mM EGTA, 0. 75mM CaCI^, 0. 2 
5% Triton X- 1 0 0, 0. 2 M t*7)-^>-e-^:^^ K (B I o t I n -E 
RMRPRKRQGSVRRRV, '<:^5^K^fift«|(-J;y^fi£) .0. 2;iM ATP. 0. 
2/uCi [r-"P] -ATP (1 OmC i /m I, Ame r s h am1±). 5 0 n g/ 
ml 7:i-;U/K-JH 2, 1 3 -i?:?f5^b- h (WAKOtt) , 18 4/ug/ml Z?;*-;?. 

77f^*:^;i/-fe'j> (WAKOtt) 5 0/1 lie, ttg^^b^JBaODMsoj^iS*, i't7x;u^fc 

y2/i I (DMSO(Dib^l;iSl±4%) ^tfc, w*l$Op t I P I a t e^" (PACK 

A R Dtt) iciSS! MiST? ( 2 0 ~ 2 5 -C 1 MSIS L-b 'J > 'J >BHb$fTo/t, 

JSf5<^±}a (0. Img SPAlf— X, 136/uMATP, 50mM HEPES 
(pH7. 5).0. 25mM EDTA, 0. 125mlVI DTT, 12. 5mM MgC 
la. 0. 5mM EGTA, O. 7 5mM C a C I a) ^ 1 "l^xyU^fcy 1 5 0/i I ^ 
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3$>rB^ji»0U SPAt'— X^>m*"a^=o TOP count (PACKARDtt) ^ffl 



it^CD P K C iS 2 H^Sttfil^ ^fo 
HA 









lOnCunol) 


17-1 


0.0049 


26-4 


0.018 


17-9 




26-21 


0.0069 


19-11 


0.0073 


26-24 


0.063 


23-1 


0. 073 


28 


0.061 



2. PKCfiZmWmSl . 

P K C /8 2 ISSI^I^ (J. Biol. Chenv 268:9122-9129, 1993 Eur. J. Biochoa 
194:89-94. 1990) (C^Cfc^iSIZj; yiSglLfro 

1 ) jgttibSt HPKC/S 2^^^^-a)f^jS 

t hi?±M P K C ;8 2iil5?-|* t h)!$iiic D N A ^mit UPC R^JZ J: y ^7 P-«> 

pcDNAS. 1f^^^^-lc^§^2s^/£, ::a)'<^7^-fc^i;:iEM^:^^-f 

■7-^fflL^-C75>'K2 2-2 8 (TTS/K) ^^5fe*-a-fcStt<t^PKC^ 2^iK^>; 

^t-^li^Lfco T5yK2 2-2 8{i^sf|it-efey. PKcfs^^mitm^^m 

2) PKCfizmmfs^om^ 

COS? jBwa^ 2 4:;>:::f u- hicissu ±lE?si4<bM pkc ^-^^^ ^-t p a p i 

— I u c i f e r a s e UtH— ^— I^^XS K(Stratagen ett) $^ f u g e n e 
(Roche D I agnos t I cstt) ^fflL^T h^^X^x-J? hLfco *fM<!: LT(i 

i^^ici6dg^^b^4^a)DMso^i3i$i :A:&y-=y i p i ^ol (DMsocDSIil^i^o. 

1%) . 2 4B#rB'J^Lfc. ^^izmi^f^}^ (2 5mM Tr i s-C I (pH7. 8) , 
2mM DTT, 2mM CDTA, 10% glycerol, 1% TritonX- 

1 0 0) ^1 00// 1 asiinu mnjiLfcc mi\nLfzim^m}&2 0 M \ ^^n-i^ic^^^u 
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mat LBQSOK Berthol d1±) VMl&tfzo PKC/8^|Cj:<S> I u c i f 
e r a s e S14(7)/ui iJmitmPKCfi Z^h'pl^T.-pji^? hLtzW^O \ uc i f e r 
a s ejglfe&^bp CDNA3. 1 $H^>X;7x^ hLtzW^<0 I u c i f e r a s ejStt 

^(omm. :^mmt^mtPKCfi 2mik^B.mzmBLtz. TisaBjz^iewoott* 



SB 









iC„(unol) 


17-1 


0.38 




0.094 


19-11 


0.1 


27-1 


0.11 


19-18 


0.096 


28 


0.038 



3. mmm\t^m.^mum 

l^mmm^^mt^mt (science, 272:728-731. 1996) iC^C/il^^lC,*: tj SUgLtc. 

8jii$tH±wi s t a r^-:/ h/<;uf^-;u^T, xhb::^hyhi/> (s i 

«IS^14Wi^Qft#S!lS(* (Bur. J. Endcrlnol. 134:467-473. 1996) {zmCfz:^mt^ 
1 GiilKJmWi s t a r^-;; h(^^> h/<;Ut*^-;U^T, X (S 
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iE^?$(rv=l2) 


ifi]^^il(n=14) 




50. 2±1. 1 


43.6±0.6 


46. 3±0. 5 



^mm^ : iE^II vs ^^^iSf : p<a 001. mWmm vs 20-m4-ll¥ : P<D.OB 
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Wi^ofsmm. wmv mm. l^)5«»J^^%LTL^r4,J:L^ 

c©J:9^j:lfifie!Ba(*. Mlc^SS^bSik KSMik mMl ^^tfe^k SS^bSiJ 

Z 4, 6- h U ^ P □ e'j 5 i^>-5-*;U;t?^ h 'J ;U 16. Og ^ -f t KP 7^ > 32Qiil IZjg 

m L. -65°c-e N, N-i^-f V :^p e;ux^;uT 5 > 10. 4g i: /n- hji/'f i;> a 5g *j!nx./io 
=f-)iT- 'jy) e u s v>-&-*;u-t?- h 'J ;u 15. og ^mz. 

2, P P-6- (3-> ^;UT- 'j y ) e 'J 5 ^y>^iHlTf^=. h 'J ;U 9. 46g ^t- h ^ fc K 

p 75> isohii iziS/^L. -eff'ce n. ^;i/X5^ b>e;T s > i& og ^mfLtu 

20 

6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 PCT/JPOO/03768 

L/co iiis^^MEei LTtfbnfci^ra^^ ^ y i2Qtii T*25b^$aa lt 4- 

^PP-2- C (2-v> 5^;i/7 5 / X5^;U) 75/] -6- 0-^5^JU7-Uy) e'JSv>-5-* 
jU7t<r.hij;U5.5g$||/io 

##<5IJ 2-1 i LT##^J 2-2-'##^ 2-12. #%^J 8-25-#%0IJ 8-28» 20-1 & 

im^m 20-2 iHK0ib^^^ 

##^J3-1 

4-^PP-2- [ (2-i/>f^;U75yx^jl.) 75>'] (3-> ^;i/7— U V ) lf'J5i/>- 

5-*;i.7t?- h'j;ui92g^N. M-i?y^;U7t;;uA75 K5Qni icjtf^u ^>e/;u7;ua— ;u 
9.54g t e(mmt± h^J'^Ai 83g ^irait. loofc-e 3 B#PB^*DliaLy-Co Sfe:;I-^!^l::IS?itt£ 

;H5mU $f)(CX— r;HQnl -ejjy^^SaSLT 4-^>i>;U/J-^">-2- [ (2-v> 9^^1/7 S / 
T.^Jl') 7 5 y ] -6- (3-> ^;b7- 'J y ) e »J 5 ■^>-5-*;U;n- h 'J ;U 3. 13g ^mzo 

^%m^A tl^l::LT^4H5!l3-2~##0ij3-l2iae(mb^^#f=„ 
##i5iJ4-l 

4-^PP-2- [ (2- i/^ ^;U7 S y Xf^;b) 7Sy] -6- (3--?«5FJU7X«jy) eUSi/^- 
5-*;U-Kzih'j-/H36n« lC/T7-HU-<v>2nl ^ilDA, 13(fCr 8 BOTJDfSftLfc, SJl?;!^ 
^i/'J*^;U*^A^p-7 h^^^^— (}§aiift ; ^PP7t^;UA : ;U : 7>=E— 7 

7k=200 : 10 : 1) "CffiSllU 2- [ (2-i?^ ?^;U7 5 / X^;u) 75/] -4, (3->5^ 

##W-1 <!: I^I^IC LT##ff!l4-2gSica)<b^^#fc 

4,6-i?^pp-2->^;i.7.;i'77~;u-tf' J Si/V-s-^yuTt^^-y-^u-ft K 9.43g ^ 2->f^;u- 

2-^PyV— ;U30QnU tK BOnl ICSSBU 2-^5^;b-2-^T-> Iftnl. U^KZJjC^ h'J't^A 

5i07g,SJem^h'j't;A 5.74g $ia^r7lo^T-C4^Bg«ii*Lfco SJCJijajct^iSK 

7Kl2Qnl,-j7PP/tN;UA70Qnl ^mTMSTflSi*^. ^SIl^^i'jSL *jfcLfc^. ^RTKMiK 

"7^;r>*>'^7AX'$aa Ufz, i§IS&^^TT?e3c lt 4. e-v^ p p-2-^ ^;ux;1/:7t 

'J 5 v>-5-*;U7f?>K 9. 94g 
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4. □ 0-2-/ f-JVXJiy 7 -Jl^id 'J 5 e^>-5-*;U/1?>K 7. 71g {z:^it^t-)l lOQnl 

#^1 7-1 

P P-2->5^;i'^;U77-^l^tf 'J 5i;>-5-*;i.7KdF-9-5 K 595ng 0) 1, 4-i/;r^-9- 
25ml IZ N. M-iz-r V \lJU^^)\/7 5 > 0. 44nl. 3-:5^P^ T~ 'J > 43aii ttXiX. 16 

A-e$feiSLyto ^m^^E.TX^mLxmh^tz^^ti^'J^fJi^i3'yA<pa^ Vf=7 
lc#u 4-(3-:^p^7~'j/)-€-^7PP-2-^^;u;^;u:7T— ^i^ti'J 5 v>-5-*;b 

7- 1 t^lZ L-C#%^J 7-2~#^J 7-24 &U:##<5>| 18-1 '-#^J 18-24 SttOXb^ 

8- 1 

4-(3-^P^7-'jy)-6-^PP-2->f^;UX;u:7T-JU-f'J5v>-5-*JU7t?^-9-S K 466IIB 
a>i/^ 5^JUX;U7H^ V KjgJft lOnl IZjJOtTT'l^* 'J 't?^ 43aiB. 31?tiaK^k7K3feK 0. 71ral $ 

J^^^iSffij. 7K/^Lf:^. eo°c-e-?ft3SEI£«L-c 4-(3-^p^7-'jy)-2->^;ux;u 

#5H5IJ 8-1 «i:^^lcLT##0iJ 8-2-#5|«iJ 8-24. ##«IJ 21-1 21-2 ^m^I^\tk 

#%15lJ9-1 

i2.6,6-f-H^>f^;Utf^'Ji^>2.7hil (Z>t^ h^t KP:75>8Qnl J§jiSlZ7K)^T:3^^JW'J 
^H7A 9. 65nl $;TST L 10 i^^W Lfco f>lC-78^-C 30 i^mW^. 2. fr-i^^ P P t» 
Z Qg t KP 75 > IQnl i§jS[$jrF L/iu ^IZX 30 ^i'Jtism. J515jSia[lc K^-f 
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r 

Ji^ mrg ^liQz.. 4 B#FBlijam^L/=^. j^^MET®5£Lfco 

^ □ T h :7 ^ - etffiia : ^^•y->/gts^x5^;u=7/3) r-iKSit L, 3. one 

3.5-i?^ppe5i^>-2-*;u;KW5 K lg lc:^4^*>J£{b'J> 7.3hii ti?x^;uT->j> 

SISSU 2-i/7>'-3,5-S?^PPt^i;>77QiBf»fc. 
#^13-1 

a&-i;>7ape^i?> io.7go io?iigsB^->a'>'-;u3ani j§JSict/>7p/<>^y> 5.68g. 

31?fciaM<k7K^7K7.5ml. 2Qnl ^^JQ^fcc ;S^!B5lC«5Sli*77KfQJ|^a9.4g ^Jto^^T 

5 : 1) -eflMLr 5- (3.5-i;^PP t°5i?>-2-<;U) S]?M^^;UXX-r;H.Og 

13-1 Lr#%«ij 13-2 iBma)^b^l^j$i§t=. 

#3H5!|14-1 

tK^tK 1. SmU fiSEit£9^ 7 27Qre ^AOx.. 18 Bt^lt^Lfco J^;!-^)^ 

IC*30Qiil ^J)D^. gtg|X5^;U 30anl -CtttbLfco ^fi^O^iSTK-eJjtjf U fiS^T^ 

()§ai?a:'N^-b->:Bi®^x^;u=2:i) -cflfSlL 6-K>vr^jb-3,&-e?>7Ppe5i^:^ 

##0!I14-1 il^(CLr#^J14-2-#«J14-9|3ica>{b^!K!I^#f=o 
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U 6- h U 3?;U:j- P y =f-i\r-Z, P P t'^ i/>-2-* JUtK^ 5 K lOOttg $#f=o 
##^16-1 

3.5-i?^?PP-«-t KP+*>-?'f^;ue7i/>-2-*;U;f<^-9-S K 88Qi« ^ >7.;U7t^-;i/^ 
P'J K950ul t t°'Jv>15inl ^JJD^. MiST' 1.5 Btfe1«#Lfc. igii^MES* Lfc^, 7jC 

ISOnl ^io^. KSlxf^;i. 30Qnl T-ftaiL/cc M^^Hm^^-^^^K^fd^. mk-7<f 
:^>iy02^V^ JtJi^MEei LT 6-^7 P P > 5^;i/-3. 5-i?<7 P P v>-2-*;i.7t?^ 
■9-5 K51&iB^m=o 

16- 1 1 mmiz Lx^mm 16-2 ms^m\ 16-3 iBigoj^b^i^s^fiyzo 

#I^J17-1 

6-(l-^ P PX5^;u)-3, o P v^-^-^JU^^-y- 5 K Z 24g a)x^ y — ;u TQnl 

t 

18 Kfenti* Lfc, mk'^M^ LitiSE^jsjEe* LTi# t)*t/iSKi^$a* l. 3. p p- 

17- 1 t nm:^ Lr##^J 17-2 SU^^J 17-3 IBicCD^k^lSs^lffco 
#^J19 

£K<bZ:'J> 7.35g. •j>Sl5.15iiia>jI^$140»C-C2B#raiftl#Lfc^ 5- (3->5^;i/T 

-'J / ) -3-> f^;ux^u:7 [1. 2, 4] h y Ti?>-er:*i;i,7)iz: h u ;u257ng$»p^r9(fc 

JU*^A^p-7F«<Jf^7-f— (^ai?a:^PP/-t^;UA:><^y-;U=75:1) IJ^SU 5- (3- 



24 

6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 PCT/JPOO/03768 
7aQi«(!: 31%]SSHb7la^7Kl.^l GCfC^ 3. 5 ^nllfN^ Lfc, JgJi&M^i^ITK 7Qnl $ 

mm\ 15 

4-K>v;U75y-2- [ f^;U7 S y X^jl,) 75 y] -6- (3-p<5";U7-'jy) t' 

::i77X=50 : 10 : 1) "CUSliU 4-7 5 y -2- [ (2-i?> 5^;U7 5 y 75/] -6- (3- 

> ^;U7- 'J y ) e 'J 5 i5>-5-*;U7t5^-9- 5 K 155ne ^^Ifco 

IIMIJ16 

t 

4-7 5 y -2- [ (2-v>5^;u75yx^;u) 75y] -6- (3-> 5^;u7- 'J y ) tf 

'J5i;>-5-*JU7H=^-y-5 K55iiB^f'Jv> 1.5ml iCjgf^U ^lO^T«l7Kfi^ 23ul $An?L. 
liar- Z5 ^iis ^Xl^V 5(fCV 15 ^P^lf L/=e j§«$^®*LT^b*im^$^'J 

100:10:1) "C^SSIU 2- [7-fe5^;U- f^;U75y Xf^;U) 75 y] -4-7 5 y 

-6- (3- > 5^jl.7- 'J y ) e 'J 5 >-5- * JU7K4^-9- 5 K 50hg ^^#fco 

16 ^ i^ac: Lx^m 2^1 23-2 lemo^b^^i^tc 

4-^>t?;u:t+v-2- [ (2-vpt 5';u7 5 y x^;i.) 75 y] -6- (3-p'f^;U7-';y) tf 

'J 5i^>-5-*;Ul?^-9-5 K I.Og ^-T t KP77>-X^y-;i.S^}§ii (2 : 1) 45ml IZ 

Liiit^MEB^Lr 2- [ (2-i/> f^;U7 5 y x^;i/) 75y] -6- (3-^ 5=-JU7x ij y ) - 
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mm 17-1 ^f^i^(3LTiiis<5ij i7-2~iij(5^ 17-9. mM^i 2o-\^mmm 20-3. njfe^ij 35-1 
jSLismm 35-2 iBittD^b^i^^tftco 
iiii^ij 19-1 

4-(3-'^P^7'-'J>')-2->?^;Wl/:77-;U-«-t°'J 5 K>-5-:^;U7K^-b'5 K 301n« (C N.N- 

- K 'J;UT'2)t;#LTJ|S^Ji 285iK ^^tc„ C;h.^>^y-jU 24nU tK 6mK 1 , A-i>t^ 
IQnl ©S#Jil«*^bff^SH^Lr 6-(3-^P=E7'-'J>')-2-[(2-i/^5^;U7Sy Xf-;WT 

I^^J 19-1 tmaiC LTHHfi^J 19-2'«^0!| 19-29. Hife^J 25-1-||ifi<5iJ 25-4. ||Jfe<?J 2&- 

i-uMg^j 26-25. mMimjBLismMmsQUMoit^^^mtzo 
21-1 

Kxf^;i.}§j^ 5Qnl ^*D^fco jI^!^$^g-e30^^«i}«|iLtc^. JiJSE^MES^L. '^^H 
^thLtd^^^m^LX 2r [ (2-y5^;UT5yx^;u) Tsy] (3->t5^;U7'-»J>') - 

mm 21-1 i: l^^lc LTIIJ60IJ 21-2 tm.oit^^mzo 
i5Qni. ;jl:t^'C^□P7t-^;^A-^^y— ;u (io:i) lOQni ■ettaiL-c^tSl$'&;h>ii-fco 

200: 10: 1) "C^tSlU 2- [2- (3-:7x:r;u:^p t';U) 75^] Xf^Jl.75y] -. 

6- (3-ptf^;i.7-'jy) -4-eU5 K>-6-*;U7t?^-y-5 K43aTg$|#fc, 
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2- [ (2->5"jU75yx^;u) 7 5/] -6- (3->^;U7^'J -4-t''J5K>-5 

jil«$MEg*Lr^t);Kfc3^Tllc;!K 30hil ^Jn^. firm LfrliSa^7X 5ml -Cxfc^. Wk 

Ur 2- [ [2- (v^^JU7*/7-fe5^;i/X^;U75y) Xf^;u3 75/] -6- (3-->f^ 
Hife^J 27-1 

3-7S>'-5- [ (2-i?^^;u75yx5^;u) 75/] -6-^^;ue7i^>-2-*;u/i? 
^■b-5 K 42Qt€ ^i?>7np/^> 20ml |c?g<^U h'J :7x^;uexAf^> I.l5g 

(II) aaong ^ad^, 1 ^PbI softcTf 3. 5 ^^mm Lfzo SJJ^S^ici;^ □ □ > ^ > 

1) -eHitU 5- [ (2-v>f=^;U75yx^;u) 75/] -6-;<^jU-3-'7x:=.;U75/ 
e^i?>-2-*;U/1?^-9-5 KlOOn€$l#f=o 

Hfite^j 27-1 ^ mm^L L rusfeiw 27-2 ieita)<k^^i#fc« 

5- [ (2-v>^;u75/x^;u) 75/] ~3- (3-^^<;i.7-'J/)-e^i/>-2-*;u 

7t?+-tl-5 K20Qrs^^PP;tx;UAanl (CjgigU M-^ PPa/N-^^^-f 5 K lOlnc ^ttl^. ^ 

6 ^PaT«!#Lyi:, mmv^s jasj^^Tk tSffiiSt^K^ h u atKjS^ fi^fo^tSTK 

(itai^S; <7PP7t%;UA: >^/-;i,: 7>qE— 77X=500: 10: 1) -CffiSIt 
U 6-^PP-5- [ (2-i/>f^;U75/X5^;u) 75/] -3-(3->5^;U7-'J/)-e^i/ 
>-2-*;U7|?^i^-5 K20h«^f|fc, 
11%^ 29 

5- [ (2-i/>^;U75/X^;U) 75/] -3-(3->^;i/7-'J /)-e^i/>-2-*/U 
;H:^-9-5 K 20Qng ^ P P> 4? > fini t7-lz h 'J^U Sml IZigjgL, *M^T^/ 

K4iQng^*p^fcife, MiS-e i8B#raS6i«?Lfco SfS^T^, 7K^»iiti^x5^;UT? 
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2 3g ^jn^. is^ti^^a-e 16 mimLtzo ^fm^^^u jSJ«^MEe*Lri#b 

4iyi?^al^ V U ± ^J\^i3 ^ A<7 P T h -f — (JSaiJft ; ^ p p 7t^;UA : > 5r y — ;u= 
20: 1) tfHSJL 5- [ (2-i?y5^;U7'5>'X^;u) 75/] -e-zhJUS jU-3- (3-^5^ 
;U7- 'j / ) 1 7 S?>-2-*;U7t?^-9- 5 K IBIn^ "^ntzo 
mm 31 

5- [ (2-i/>^;U75/x-^;i,) 75/] ^ Jl-3- (3->5^;i/7-'J /) e 

j|(C7Kl5ral ^JIP^. iiaiLtc®<*^jt^LiaiL/co ^l?>tltciSS$>$y-;U 5ml 
1 KP 7t> 5ml (Cjg^U ^(Xi^^'yV^Afmm ISng ^iffl^TK^UfflaTT* 20 

0§aija[; ^PP;1^;i/A: ^^y— ;b=30: 1) vl^UL 3- [6-*;uy<^-f;u-3- 
[ (2-i?>^;u75yx5^;i.) 75/] -5- (3-y^;u7-'jy) e^i?>-2— rJb] 

:^P e:t>Kx5^;U 24ig 

3- [6-*;u/\*^-f;b-3- [ (2-i;y5^;i/7syx5=-;u) 75/] -5- (3->^;u7- 
V) tf^i^>-2— f;u] :^pe;i|->Kxf^ji.6aiga»5iy-;u3hii t-rh^tKP^^ 

> 3rai a)J§?Slz 2N 7KK^b:^ h 'J •t?^ Oni ^S-e 1 KMttfliLfr, SJtm-kmz IN 

I 

ttK$jrFUj§«(Z) PH * 5 izmmuz. ^iim.m^Lxm^j^tzBm^im^'7M.<7 

PT h^5'7'f— (iga;** ; 7jc : ^^y— ;u=i : 1) v^^^L 3- i;6-*;u/<^-<;u-3-- 

[ (2-i5>f-;i/75yx^;u) 75/] -5- (3->^;U7-'J/) e5i/>-2— f;U] 
:^Pe:i->K46i«^^fco 

I^«IJ32-1 «!:l^filtLrilil5«ij32-2tatt<D^k^!^$#/i, 
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6_/<>y>f;u_5_ [ (2-v>5^;uT5yx^;u) ysy] -3- (3->^JUT-'J/) 

tf7i/>-2-*;U7H+-9-S K 26Qig ©X^ y -;U 5nl t Kp:77> Sml C05i?SlC7K 

^^34 

5- [ (2—:/^^;U75/x5^;u) TSy] -6- (1- 1 KP^i^-1->f^;Ux^;b) -3 

- (3-^5^;U7ii'jy) e^i^>-2-*;U7tt4-b-5 K 21Qig Ice^KSml ^jta^ 12(fC'e 45 
(j§aijft ; ^ P P/1-%;UA : y ^ y — ;U : 7>^-7*=300 : 10 : 1) -^fSiltLftb^lfel^S 

^x^y-;u-x— T;u-e25fe^Lr 5- [ (2—:;>^ju75yx^;u) 75y] -3- (3- 
>^;i,7-'jy) -6- iz-zfo^ji;) e^':;>-2-*;u-tf^-9-5 Ki22iB$#fco 

ld£^36 

2- (2-t KP^vX5^Jb7Sy) -6- (3-^^)U7-'jy) -4-e'J S K>-5-* 
;i/7t?^-9-S K43ClhB ^ HN-v>^jU7h;UA75 K SOnl (Cj§j»U B^it^^JU llOul tgt 

K-bi^-^^A 93Qie ^ijQ^. Gcrcx 40 ^piatf^L/i:. j§a£^^®iLT^e>*ife3aallC7X 

'J*y;U*^A^PTK^^^3?-f- (jtai?a; ^7PP7t-x;UA) ^iSSiU 2- (2-tKP^ 

t/x5^^u75y) -i-p<5^;i/-4- (3->5^;u7-'jy) -e-eu 5 K>-5-*;u7K^ 

Ilfi5^37 

2- [ (2-t Kp^vxf^;u) 7sy] -i->5^;i/-4- (3-yf^;u7-'jy) -6-e 

'J 5 K>-5-*;U7H^-b-5 K 5Qie ^t*'Jv> 5ml (CjgjgU > 5^ >;^;U7t^>K^ P »J K 
30ul ^J!lD^^-e7.5^^1^L^=. J5f&/l^lCi?>5^;i/75>*i§»5hil im^im^X 
\Amm^Lfzo ^^^$SS^LX^h>tifz^^Z^^5m\ ^Jn^l, ^;PP7t?;i.A3Qnl 7? 
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^-f— (5§aiiS ; ^PPTt^^l/A: y^y— T>^-77K=100: 10: 1) -^IISllU 2- 

R f : ##^5IJ#^» E X : HJSMS^. Structure: ^ijgjt. Data: M^'f- 
^ (F : FAB-MS (M+H) ^ FN : FAB-MS (M-H) \ E : E I -MS, N 
D : KSSm^HlT.^^ h;U (TMSF»9aJ^ mmOMSO-ds) . NC : ^^MSl^fli;^ 
h;U (TMSrtgp^m, iiiiCDC l a) . M : CC) ) , Ph : :7x:ijk B 
n : ^>v;k Me : ^f-JW E t : X^Jk n P r : t'^k I P r : 2-:fPe;k 
n B u : ^^;k t B u : t e r t — ^^;k c H e x : O'^+i/^k A c : T-bf^^k 
Boc : tBuO-CO-s To I : 3-;^-^;U7x3.;i. 
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Rf 




R" 


Data 


Rf 


R' 


R" 


Data 


1 


CI 


CI 


FN:277 


3-1 


Me 


OBn 


F:403 


2-1 


Me 


CI 


F:331 


3-2 




OBn 


F:445 


2-2 




CI 


F:373 


3-3 




OBn 


F:376 


2-3 


HO^ 


CI 


F:304 


3-4 


Me 

Me ^ N 


OBn 


F:417 


2-4 


Me 


CI 


F:345 


3-5 


Me 

Me''^^^NH 


OPh 


F:389 


2-5 


Me 


CI 


F:417 


3-6 


Me 

Me-'^V^NH 
Me 


OBn 


F:417 


2-6 


Me 

Me'^V^NH 
Me 


CI 


F:345 


3-7 




OBn 


F:443 


2-7 


Et; 


CI 


F:371 


3-8 


BhnO^NH 


OBn 


F:491 


2-8 


1 y 

BnNv/-NH 


CI 


F:417 


3-9 


Me 


OBn 


F:457 


2-9 


Me 


CI 


F:385 


3-10 


rT 

N^^.,,^Me 
Me 


OBn 


F:443 


2-10 


rT 

X^'oj^'Me 
Me 


CI 


F:371 


3-11 


Me 

Me''^"-^NH 


SPh 


F:406 
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2-11 




CI 


F:494 


3-12 


Me 

nic nn 


OMe 


F:327 


2-12 


Me 

< 

0 


CI 


F:345 


4-1 


Me 

Me-'^^NH 


NHTol 


F:402 




4-2 


Me 


NHBn 


F:4Q2 






Rf 


Structure 


Data 


Rf 


Structure 


Data 


5 


CI 

^^OOOH 
MeS N CI 


E:238 


6 


CI 

j^xL^CONH, 
MeS'^N CI 


E:237 



m3 



Rf 


R'' 


R" 


Data 


Rf 


R« 


R" 


Data 


7-1 


3-Br 


CI 


F:374 


8-1 


3-Br 


OH 


F:356 


7-2 


H 


CI 


F:295 


8-2 


H 


OH 


F:277 


7-3 


3-NO2 


CI 


FN: 338 


8-3 


3-NO, 


OH 


FN: 320 


7-4 


3-CF3 


CI 


F:363 


8-4 


3-CF, 


OH 


F:345 


7-5 


3-1 


CI 


F:421 


8-5 


3-1 


OH 


F:403 


7-6 


3-MeO 


CI 


F:325 


8-6 


3-MeO 


OH 


F:307 


7-7 


4-Br . 


CI 


F:374 


8-7 


4-Br 


OH 


F:356 


7-8 


4-tBu 


CI 


F:351 


8-8 


4-tBu 


OH 


F:333 


7-9 


4-nBuO 


CI 


F:367 


8-9 


4-nBuO 


OH 


F:349 


7-10 


3, 5-Me 


CI 


F:323 


8-10 


3, 5-Me 


OH 


F:305 
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^3 C^^) 



7-11 


3. 5-Br 


CI 


F:453 


8-11 


3, 5-Br 


OH 


FN: 432 


7-12 


3, 5-MeO 


CI 


F:355 


8-12 


3, 5-MeO 


OH 


F:337 


7-13 


3, 4-CI 


CI 


F:364 


8-13 


3. 4-CI 


OH 


F:344 


7-14 


3-CI. 4-CF3S 


CI 


F:430 


8-14 


3-CI. 4-CF3S 


OH 


F:411 


7-15 


3-Br. 4-Me 


CI 


F:388 


8-15 


3-Br. 4-Me 


OH 


F:370 


7-16 


3-Br.4-CF30 


CI 


F:458 


8-16 


3-Br. 4-CF30 


OH 


F:440 


7-17 


3-MeO, 4-CI 


CI 


F:360 


8-17 


3-MeO. 4-CI 


OH 


F:341 


7-18 


3. 4. 5-CI 


CI 


F:399 




3, 4. 5-CI 


OH 


E:379 


7-19 


3. 5-Br. 4-MeO 


CI 


F:483 


8-19 


3. 5-Br, 4-MeO 


OH 


E:464 


7-20 


3. 5-Br, 4-Me 


CI 


F:467 


8-20 


3. 5-Br. 4-Me 


OH 


E:448 



^4 



MeS-^ N 



CONH, 
b 



Rf 


ArNH 




Data 


Rf 


ArNH 


R** 


Data 


7-21 




CI 


F:301 


8-21 




OH 


FN: 281 


7-22 




CI 


F:335 


fr-22 




GH 


F:317 


7-23 




CI 


F:339 


8-23 




OH 


F:321 


7-24 




CI 


F:383 


8-24 




OH 


F:365 
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To I 
N 



NH 



as 



H 



Rf 


R' 


Data 


Rf 


R' 


Data 


8-25 




F:357 


&-27 


Me 

1 


F:360 


8-26 




F:343 


8-28 




F:347 




Rf 




R- 


R* 


Data 


9-1 


Gl 


COOH 


H 


E:191 


9-2 


CI 




H 


FN:251 


9-3 


CI 


CH2OH 


H 


F:179 


9-4 


CI 


Me'^OH 


H 


F:193 


9-5 


CI 




H 


F:207 


9-6 


CI 


Et^OH 


H 


F; 


207 


10 


CI 


CONH2 


H 


F: 


192 


11 


CI 


COOEt 


H 


F; 


;221 


12 


CI 


CN 


H 


E, 


173 


13-1 


CI 


(CH2)4C00Me 


H 


F., 


:263 


13-2 


CI 




H 


F:235 


14-1 


CI 


O^Ph 


CONHj 


F; 


296 


14-2 


CI 


CH2OH 


CONH2 


F: 


222 


14-3 


CI 


Me^OH 


CONH2 


F: 


236 


14-4 


CI 




CONH2 


F;250 
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1 4 0 


1 

0 1 


Et OH 


pr\ Kiu 


r . ZOU 


14-6 


CI 




CONH, 


FN: 277 


14-7 


C 1 






F - 306 


14-8 


CI 


COOEt 


CONH2 


F:264 


14-9 


CI 


CN 


CONH2 


FN:216 


15 


CI 


CF3 


CONH2 


E:259 


16-1 


CI 


CH2CI 


CONH2 


F:240 


16-2 


CI 




CONH2 


F:254 


16-3 


CI 


Et'^CI 


CONH2 


F:268 


17-1 


CI 


Et 


00NH2 


F:220 


17-2 


CI 


Me 


OONH2 


F : 206 


1 7-3 


C 1 


nPr 


r% A kl Li 

CONH2 


F:342 


18-1 


TolNH 


CONH2 


H 


F:263 


18-2 




CONH2 


H 


F:283 


18-3 




CONH2 


H 


E:278 


18-4 




CONHj 


H 


FN: 292 


18-5 




CONHj 


H 


E:290 


18-6 




CONHo 


H 


E-306 




On 

V 


nONH 
Wwiin2 


n 


E • 350 

t • wwv 


18-8 


BnNH 


CONH2 


H 


F:263 


18-9 


PhCHzCHzNH 


C0NH2 


H 


F:277 


18-10 


cHexNH 


C0NH2 


H 


F:255 


18-11 


TolNH 


C0NH2 


O^Ph 


F:367 


18-12 


TolNH 


CONH2 


CH2OH 


F:293 


18-13 


TolNH 


CONN; 


Me^OH 


F:307 
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me mt) 



18-14 


TolNH 


CONHz 


(CH2) 4COOM 
e 


F:377 


18-15 


TolNH 


CONHz 




F:349 


18-16 


TolNH 


CONH, 


CF, 


F 330 


18-17 


TolNH 


CONH, 


Me 


F-277 


18-18 




CONHz 


Me 


F:308 


18-19 


TolNH 


CONHz 


Et 


F:291 


18-20 


TolNH 


CONH2 


nPr 


F:305 


18-21 


TolNH 


CONH2 


COOEt 


FN: 333 


18-22 


TolNH 


CONH2 


CN 


FN: 286 



m7 



Rf 


Structure 


Data 


I Rf 


Structure 


Data 


18-23 


TolNH 


F:262 


20-1 


fa 

Me M'V^ 
H Me 


F:221 


18-24 


TolNH 


F:258 


20-2 


NH, 

Me fS^^** 
H Ph 


F:239 


19 


TolNH 
^A^CONHj 


F:276 


21-1 


NH, 

Me N'S'^NHj 

y^'H ^jjA^N 

H Me 


F:283 




21-2 


Me 

Me-N^N^V" 
H Ph 


F:301 
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CONH. 



R 



1/ 




3^ 



Ex 


r'-^ n 

R^ 




Data 


1 


Me 


OBn 


M:143-144, ND <^:Z17(6Ks). Z29(3H,s). Z 43 (2K t. J=8. 4 
Hz), 3.40(2H,q. J=6.4H2), 5.51(2H,s), 6.81(1H.d. J=7.4Hz), 
6. 95-7. 02 dam). 7. 15(1H.t.*^7.4Hz). 7.30-7.50(9H.iid. 1 
2 25(1H.brs) 


2 




OBn 


F:463, t«) <^:2.29(3H.s). Z3G-Z40(4H,ni), Z48-Z54(2H. 
m). 3. 38-3. 45 (2K m) . 3. 52-3. 56 (4H. tiO , 5.52(2H,s), 6.82(1 
H,d,J=7.8Hz). 7.03(1H.brs), 7. 15(1Kt. J=7.8Hz). 7.30-7.5 


3 




OBn 


F:394, M) d:Z29(3Ks), 3.05(3Ks). 3. 39 (2H. q, J^. 8Hz) . 
3.52-3.eO(2H.nO. 4.42(1H. t, J=6.4H2). 5.51(2H.s). 6.81(1 
H,d.J=7.fiHz). 6. 98-7. 05(1 a nO, 7. 15(1H,t, J=7.8Hz), 7.20- 
7. ouCsH, nv . 1Z 24v1n, ors) 


4 


Me 

Me'^^N 
Me 


OBn 


F:435. M) d:Z16(6Ks), Z29(3Ks), Z44(2H.t, J=6.8Hz). 
3.05(3H,s). a66(2H.t,J=a8Hz). 5.53(2Hs). 6.82(md,J 
=7.8H2), 7.15(mt. J=7.8Hz), 7. 15-7.50(9Kni). 1Z25(1H.b 
rs; 


5 


Me 
Me 


OBn 


F:435. M) <9:a90(3KdJ=6.4Hz). Z18(6Hs). Z29(3Ks). 
Z75-Z85(iam). 3.00-3.60(2H.nO. 5.51(2H,s). 6.70-7.50 
(12Kni). 1Z25(1Ks) 


6 


El; 
O 


OBn 


F:461, ro (^:a99(3H,d,J=8.8Hz). 1.50-1. 80 (4linO, Z10-Z 
30(5am). Z55-Z60(1H.nO. Z60-Z70(maO. Z 95-3. 20(2 
H,tn), 3.45-3.55(1H.ni). 5.51(2H.s). 6.82(md, J=7.3Hz). 
6.85-7.60(11H.m). 1Z23(1H.s) 


7 


BnNV^NH 


OBn 


F:509, M) :1.70-1.80(miiO. Z , 1O*Z20(1H,iti^. Z29(3H, 
s). Z4O-Z60(4H.ni). Z82-Z87(1H,ni). 3.59(2H.s). 4.30- 
4.40(1H.m). 5.50C2H.S), 6.81(iad,^7.4H2), 7.00-7.50(16 
Kni). 1Z23(1Ks) 



37 

6/29/05^ EAST Version: 2.0.1.4 



wo 00/76980 



PCT/JPOO/03768 



S8 m^) 



8 


Me 


OBn 


F:475. M) <5 :1.05-1.30(5H.m). 1.55-1.90(3H.m). 2.00-Z10 
(1H,nO. 2.16(6H.s). Z30(3H.s), 3. 70-3. 75 (IH, irO . 5.49(2 
Ks). 6.44(1H.d.^7.3Hz). 6. 81 (m d. J=7. BHz) . 6.85-7.50 
(101 nO. 1Z25(ias) 


9 


rx 

Me 


OBn 


F:461. W) 6:1.4O-Z00(6Hm). Z15(6Ks). Z29(3H.s). 27 
5-Z80(1H,nO. Z29(3H,s). 4. 19-4.27(1H.nO, 5.51(2Ks). 
a81(md.^7.3Hz). 7.0O-7.60(11H.ni), 12.23(1Hs) 


10 


Me 

Me''^^^^NH 


OPh 


s). 3.00-3.30(2H,iiO. 6.83(1H.d. J=7.4Hz3. 6.90(1H.brs). 
7. 14-7. 47(10K nO . 12. 16(1K brs) 


11 


Me 

• 


NHTol 


M:124-126. ND <5:216(6Ks), Z29(6H.s). 2. 43 (2K t. J=6. 9 

8Hz). 7.12(2H.t.J=7.8Hz). 7. 16(lH.brs). 7.42(1H,brs). 7. 
44(2H.d.J=7.8Hz). 9.37(2H.brs) 


12 


Me 

Me''^^-^NH 


NHBn 


Hz), 3.33(2Kq.J=6.9H2). 4.59(2Hd,.«. SHz). 6.30-6.33(1 

Kni). 6.75(1H,d.J=7.3Hz). 6. 92 (2H, brs). 7.10(1lit, J=7.8H 
z) 7 18-7 44f7H fii) 9 57f1Ks^ 


13 


Me 

Me-'^^NH 


SPh 


M:185-186, ND <5 :Z04(6H, s), 2 1O-Z20(2H,in). 228(3H, 
s). 3.0O-3.25(2H.in). 6. 50-6. 60(1 H, nO. 6.81(1H.d, J=7.8H 
z), 7.14(1Kt.J=7.8Hz), 7.40-7.55(9Km). 9.56(1Hs) 


14 


Me 

Me-'^^NH 


OMe 


m, 57^ O . c. i O von, , ^ \,on, , ^ *tO ^jtrl, X, \J^, on 

z), 3. 41 (2H, q. J=6. 8Hz) , 6.81 (lH.d. J=7.3Hz). 6.94(1H.br 
s). 7.15(1H.t.J=7.3Hz). 7.40-7. 55 (3H.ni). 1227(1H.brs) 


15 


Me 

Me''^"^NH 




M:145-148. M) d:216(6H,s). 227(3H.s). Z38(2at.J^.8 
Hz), 3. 34 (2K t, 6. 8H^ , 6. 20-6. 50(2H ni) 6 50-6 60(1 Kni) 
6.75(md.J=7.3Hz). 7.05-7. 15 (3Kin). 7.25-7.55(2H.m). 1 
0.38(1H,brs) 


16 


Me 

* 

Me''*'^^N 
Ac 




M:140-143. ND <J :Z 10(6H. s). Z28(3H.s). Z30(3H,s). Z3 
4(2Kt.J=7.2Hz). 3.93(2Hlt.**=7.2Hz), 6.84(1Kd.^7.6Hz). 
6.89(2H.brs). 7. 1 6 (1 H. t. J=7. 6Hz) . 7.27-7.32(2Km). 7.58 
(2H.brs). 9. 82 (IN. s) 
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R 



V H 



^9 



Ex 




r'^ n 


Data 


17-1 


3-Me 


Me 

Me'^'^^NH 


M:272-275. M) d:Zia(6H,s), 2 28(3Ks). Z44C2 

K -L 4Hz) 3 36-3 ni) 6 TDflH hr«) ft 7 
1 ii Tf it/ 1 w» "tw v^rii nv i w. /\/\in, Kirs/ 1 w, / 

7(1H,brs). 6.85(1H.d. J=7.4Hz), 7. 16(iat, J=7.8H 
2). 7.37(1H.d.^7.8Hz). 7.40(1H.s). 9.11(1H.br 
s), 10.45(1Kbrs). 1Z81(1Kbrs) 


17-2 


3-Me 




M:251-254. |D 5 :Z29(3Hs). Z 30-2 40 (4H, nO . 

nO. 6.86(1Kd.J=7.8Hz). 6.93(1H,brs). 7.00-7.05 
(IKirO. 7.18(1Ht.J=7.8Hz). 7.41(2Ks). 9.19(1H, 

brs), 10.75(1Kbrs). 1Z89(1H,s) 


17-3 


3-Me 




M: 279-283, ND 5 : 2. 89 (3H, s) , 3. 39(2H,q. J=5.4H 

£/ « w. www. uu v-n» iiv 1 *t. uwvin^ VI 9/ • w. /ivii%Drs/, 

6.80-6.87(2H,m). 7. 17(1H.t, J=7.8H2), 7.34(1Kd. 
J=7.8Hz), 7.43(1H.s). 9.10(1H,brs). ia28(1H,br 
s). 12 81 (IK s) 


17-4 


3-Me 


Me 

M^ 


M:260-265, ID ($:218(6Ks), 229(3H.s). 240- 
250(2H.nO. 3.10(3H.s). 3.50-3. 60 (2Km). 685(1 
H.d,J=7.3H2), 7.00-7. 10 (IK nD, 7. 17(1Kt, J=7.3H 
z), 7.30-7.42(2Kni). 9.20-9.50(1Kni). 1283(1K 
s) 


17-5 


3-Me 


Me 
Me 


F:345. M) fi:0.90(3H,d. J^eSHz). 218(6Ks), 22 
9(3Ks), 275-280(1KirD. 3. 15-a20(1Kni), aSO- 
3.40(1KnO. 6 86(1Kd.J=7.3Hz). 7.05(1Kd.»W.4H 
z), 7.18(1Kt.J=7.8Hz). 7.35(1Kd, J=4.aHz). 7.51 
(IKs). 9.16(1Ks), 10.49(ms). 1290(1Ks) 


17-6 


3-Me 


O 


F:371. M) <y:0.90-1.30(3H,ni). 1 . 50-2 00 (4K m) . 
200-240(5Kni). 2 50-a 50 (5K nO . 6.75^.90(2K 
ni). 7.05(1Ks). 7. 18(1Kt. J=7.9Kz). 7.38-7.50(2 
Km). 9. 16 (IKs). 10.53(1K8). 1290(1Ks) 
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$9 (.m) 



17-7 


3-Me 


BnN3>-NH 


F:329. ND <5 : 1.65-1. 75 (1H,nO. 200-2. 15(1 H.11O. 
229(3Ks). Z 80-3.1 5 (4Km). 4.27(1H.m). 6.84(1 
Kd.J=7.3H2). a98(1H.d.J=4.9Hz), 7. 18(1H.t. J=7. 
8H2). 7.3(>-7.55(3H.m). 7.99(1H.s). 9.35(1H.d.J= 
4.9Hz), 1Z86(1H.s) 


17-fi 


3-Me 


Me 


F:385. M) <5 :1. 05-1. 25(4H.ni), 1.60-1. 80 (3H.ni). 

Z16(6Ks). Z30-Z50(5H.nO. 3.5O-3.60(1H.ni). 6. 
79(1H.s). 6.86(1H,d, J=7.8Hz). 7.05(1H,d, J=4.9H 
z). 7.18(1H.t J=7.8Hz). 7.36(1K d»>=7.8Hz). 7.45 
(1H,s), 9.17(lH,d, J=4.4H2). 10.51 (1H,s), 1Z93(1 
Hs) 


17-9 


3-Me 


rC 

N 

Me 


F:371. W) 5:1.50-1.80(5H.in), ZOO-Z60(10Kni). 
400-4.50(2H,ni). 6.68(1His). 6.85(1H,d.i^7.8Hz). 
7.00(1H.s), 7.16(1H,t, J=7.8Hz). 7. 30-7. 40(1H, 
nO. 7. 45 (IK s), 9.14(lH,s), 10.37(1Kbrs), 1Z78 
(1H. s) 


18-1 


3-Me 


Me 

• 


F:417, ND 6 :1.60-1.90(9H,ni), Z29(3H,s), Z73 
(3Ks). 3.3O-3.50(4H.m). 6.7O-7.0O(2Kti0. 7.06(1 
H d. J=4. 4H2) , 7.19(1H.d.J=7.8H2), 7. 30-7. 50 (2H. 
nd. 9.17(1Hd.J=4.4Hz), 10.63(1Hls). 1Z89(1Ks) 


18-2 


3-Me 


« jOl 

• 

Boc 


F:493, NO 5 :1.20-1. 50(9Kbr). Z26(3Ks). Z66- 
Z75(2H.in). Z77(3Ks). 3. 25-3. 45 OK nd . 5.60-5. 
70(lH,tii). 6.93(1H.t. J=7.9Hz), 7. 10-7. 55 (6a nO. 
9. 20-9. 38 (IK br), 1Z53(1Ks) 


18-3 


3-Me 


Me 

• 

Me^'^Y^MH 
0 


F:345, <^ :Z 29(6H, s), Z86(3Ks). Z98(3Ks), 
4. 21 (2K d. i*=4. 4Hz) . 6. 86 (IK d, J=7. 3Hz) . 7.05-7. 
354KnO, 7.52(lKs), 9. 16(1Kd, J=4.4Hz), 10.76(1 

Ks), 1Z92(1H.s) 


1^1 


3-Br 


Me 

Me'^^^NH 


M:272-274. W) 5:Z 19(6H.s).Z46(2H.t. J=5.8Hz). 
3. 41 (2K d, J^. 1Hz) . 6. 95(1K brs) . 7. 14-7. 40(4K nd 
8. 11 (IK brs) . 9. 16(1K brs) . 10. 59(1K br) . 13. 12(1K 

s) 


19-2 


H 


Me 


F:317, M) <5:Z18(6Ks).Z42-Z44(2Km).3.39(2H. 
d. J^. 1Hz) . 6. 86(1K brs) , 7. 02-7. 06(2K nO . 7. 30(2K 
t, J=8. 1Hz) . 7. 60 (2K d. J=8. 1Hz) . 9. 17 (IK brs) . 10. 54 
(IK brs), 1Z 97 (IK s) 


19-3 


3-NO2 


Me 


F:36Z M:288-290 


19-4 


3-CF3 


Me 

♦ 

Me''^'^^NH 


F:385, M:285-287 
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1&-5 


3-1 


Me 


F:443. M:260-262 


19-6 


3-MeO 


Me 


F:347, M:234-236 


19-7 


4-Br 


Me 

Me''^'"^NH 


F:396. ND d :Z18(6H.s).Z43(2H,t. J=S.8Hz}, 
3. 39(2H. d. J=5. 1Hz) . 6. 93(1H. brs) , 7. 12(1H. d. v*= 
3. 7Hz) , 7. 45-7. 47 (2K mi) , 7. 57-7. 59 (2H, nO , 9. 1 7 
(1H. brs). 10. 64 (IH, br). 13.05(1H. s) 


19-B 


4-tBu 


Me 

Me'*^ — ^NH 


F:373, M:282-284 


19-9 


4-nBuO 


Me 

Me''^^^NH 


F:389. M:235-237 


19-10 


3, 5-Me 


Me 

Me''^'^NH 


F:345. ^D <$:2.18(6H.s),Z24(6H,s).Z44(2H, 
t. J=6. 9Hz) . 3. 42 (2H, d. J=5. IHz) . 6. 68 (IK brs) , 
6. 87 (1 H. brs) . 7. 05 (1 H. d. J=3. 7Hz) , 7. 25 (2H, br 
s) , 9. 18(1H brs). 10. 51 (IK br) , 1Z 87(1K s) 


19-11 


3, 5-Br 


Me 

Me ^^NH 


F:475, M: 283-285 


1&-12 




Me 

Me''^^^NH 


F*377 M- 275-277 


1^13 


3, 4-CI 


Me 


F:386. M:286-288 


19-14 


3- CI, 

4- CF3S 


Me 

• 

Me''^"^NH 


F:451, M:285-287 


19-15 


3- Br 

4- Me 


Me 

Me''^^"^NH 


F:410. M) d:2.19(6Ks).2.30(3Ks).Z45(2H, 

d J=5 9Hz) 3 40r2H brs) 6 93 (IH brs) 7 13(1 

K brs) . 7. 2&-7. 30(2H. m) . 8. 12(m brs) . 9. 15 (IK 
brs). 10. 56 (IK br), 13. 01 (IK s) 


19-16 


3- Br. 

4- CF,0 


Me 

Me'^^^NH 


F:4oO, ND 0 :Z 18(6Ks;. Z 46 (2K brs), 3.42(2 
K brs) , 7. 02 (IK brs) , 7. 21 (IK brs) . 7. 55 (IK ni) , 
7. 52 (IK brs) . a 31 (IK brs) . 9. 16(1K brs) , 10. 66 
(1Kbr).13.23(lKs) 


19-17 


3-MeO, 
4-CI 


Me 

Me'^^^NH 


F:381. M:25(>-252 
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a 9 im) 



19-18 


3, 4. 5-CI 


Me 

Me''*'^^NH 


F'420 M) 5 -2.19(6(1 s) 3 40(2H brs) 7 04(1 
H, brs) . 7. 26 (IK brs) . 7. 95 (2a s) . 9. 13 (1H. brs) , 
10. 67 (IK br). 13. 29 (IK s) 


19-19 


3, 5-Br, 
4-MeO 


Me 

Me''^^^NH 


F-505 If) fi Z19(6Ks) Z 46-Z 47 (2K m) 3 40 
(2H. brs) , 3. 77 (3K s) . 7. 04 (1 K brs) . 7. 1 9 (IK br 
s) . 7. 93 (2K s) . 9. 14(1K brs) . 10. 50(1K br) , U 0 
9(1Ks) 


19-20 


3. 5-Br. 
4-Me 


Me 

Me'"^-^NH 


F:489. M) d:Z19(6H.s),Z45(3H.s).3.41(2H. 
d, J=4. 4H2) , 6. 98(1K brs) , 7. 21 (IK brs) . 7. 94(2 
K s) . a 13 (IK brs) . 10. 61 (IK br) . 13. 11 (IK s) 


19-21 


3-Me 


Et 


F:359, M:219-221 


19-22 


3-Me 


Me 


F:345 , M:215-217 


19-23 


3-Me 




F:357 . M:227-229 


19-24 


3-Me 


Me 

Me"1|>ONH 


F:385, M:276-277 


19-25 


3-Me 


Me 


F:403. M:273-275(de&) 






Me 

Me T Nn 
Ph 




19-27 


3-Me 


Me 

Me''*r^NH 
BnO''^ 


F:451. M) <^ :Z24(3Ks), Z29(6K8), Z80- 
ZSOdKni). 3. 44-3. 50(1 Km), 3. 50-3. 64 (2H. 
in), 4.47(2Ks), 6.75-€.85(2H,nO. 7.05-7.15(2 
Km). 7.25-7.40(6Kni). 7. 47 (IK s). 9. 16 (IK 
d.v^6Hz). 10.54(1Ks), 1Z92(1K8) 


19-28 


3-Me 


Me 

Me''J>ONH 
BnN— / . 


F:476, M:245-247 
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a 9 (Mt) 



19-29 


3-Me 


Me 

Me'^^Y^NH 
Et 


F- 359 tt) S ' 0 88(3Kt J=7 3Hz) 1 0&-1 23 
(1H.m), 1.50-1.60(1H,nO. 2.22(6H.s). 2.28(3 
Ks), Z46-Z50(1H,ni), aO&-a 18(1KnO. 3.50 
-3.64(mnO. 6.86(1H,d,J=7.3Hz). 7.02-7.08(1 
H.nO. 7.16(1H.t,J=7.8H2), 7.37(1H.d. J=7.9H 
z) 7 49(1H s). 9. 16(1Hs). 10. 51 (IK s) 12. 
92(1Ks) 


20-1 


3-Me 


Me 
HO 


F:361, f€) <5:Z29(6H.s). 2.30(3H.s). 258-2. 

66(1Knd. 3.20-4.50(5Kni). 6.7G-6.90(2Kni). 
7.04(ms), 7,17(1Kt,J=7.8Hz). 7.38(1H.d.J= 
&8Hz), 7.50(1H.s), 9.16(1H,s). ia54(ms). 
12 92f1K 


20-2 


3-Me 


Me 

Me''J>ONH 
H 


M:2'40-242. ^D <5 : 1.32-1. 50 (IK nO, 1.72-1.90 
(1H.in), 2.21(6H.s). 2.29(3H.s). 2.56-2.66(1 
KnO. Z70-Z90(3H,ini). 3.00-a60(4H,nO. 6.85 
(1H.d.^7.8Hz). 7.04(1H.s). 7. 18(1H.t. J=7.8H 

7) 7 34f1H d ^7 fiHz^ 7 53f1H.s^ S 2Qf1H 

s), 12.gO(1Ks). 


20-3 


3-Me 


• 


F:329, «S : 1.65-1. 75 (1H.irO, Z0O-i15(1H. 
fiO. 2.29(3H.s). Z80-3.10(4H.m). 4.27(1H,s). 
6.83(md.«^7.3Hz}. 6.98(1H,d, J=4.9Hz), 7.1 

0 \ 1 111 f . Ori^/ f / . Ow / . \j\M \On, fly t / • v9 \ 1 lit 

s). 9.35(1H.d,J=5.9Hz), 1Z86(1Ks) 


21-1 


3-Me 


H 

Me'"^ — ^NH 
•HCI 


F:317, M) :2 30(3H,s), Z52(3H,d,v^.9Hz). 
3.11(2Kt.J=5.9Hz). 3.59(2H.q.s«.3H2), 6.8 
7(1Kd.J=7.3H2). 7.11(Kd,J=4.4Hz). 7.12-7.2 
6(2Kni). 7. 32-7. 40 (2a ni). 8. 69 (2H. brs) . 9.18 
(1H,d, J=4.4Hz), 11. 01 (IH brs). 1Z91(1Ks) 


21-2 


3-Me 


H 


F:393. M:167-168 


22-1 


3-Me 


Me 

1 


F:435, ro d : 1.6O-1.75(0iir^, Z19(3H,s), 
Z28(3Ks). Z30-Z36(2KnO. Z48-Z52(2H, 
nO Z 56 (2K t J=8 3Hz) 3 35-3 45 (2H ni) 
& 75 (IK brs), 6.85(1Kd, J:7.8Hz), 7.02-7.10 
(IKni), 7.12-7.28(6Kni). 7.41(2Ks). 9.17 
(IKs), ia 67 (IK brs). 1Z92(1Ks) 


22-2 


3-Me 




F:407. M: 123-124 
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^9 (Sit) 



22-3 


3-Me 


Me 


F:3B5. M:259-261 


22-4 


3-Me 


Me 


F:371. M:257-259 


22-5 


3-Me 


Me 

Me.^xv^Nv^^^ 
Me 


F:388. <y:Z11(6Ks). Z20(3H.s). Z29(3 
Hs), Z30-Z35(2H.nO. Z40-Z60(2H,in). 3.20 
-3.50(2Km). 6.81(1H,s). 6.85(1Kd. J=7.8Hz). 

7 G5(1H.s) 7 IBrtH t J=7 fiH?^ 7 35-7 45('3 

HnO. 9.17(1H.s). 1Z91(1Ks) 


22^ 


3-Me 


Me 


F:375, M) <^:Z13(6Ks), Z29(3H.s). 2.39(2 
H. t. J=5. 9Hz) . 3. 45-3. 56 (4a nO. 6. 85-6. 90(2H. 
bO. 7.07(lH.d,J^.4Hz). 7. 18(tH t.^7.8Hz). 
7.30-7.50(2KiiO. 9.16(1H.d. J=3.9Hz). 10.45(1 

llf Uia^ 1 I&* vvVirit 


22-7 


3-Me 


MonO^NH 


F:343. Vb «S:1.55-1.70(1lini). Z20-Z30(5H. 
iti). Z50-Z55(2Kin). Z60-Z70(mm). 4.20- 
4.30(1H.ni). 6.86(1H.d.J=7.3H2), 7.00-7.10(2 
H.in). 7.19(1H.t.J=7.9H2). 7.28-7.35(1H.in). 

r**t9\in,5/f 9. loving sy» lu. ^1 virit 1 i^9U\i 

Ks) 


23-1 


3-Me 


Ac 

« 

Me^'^^NH 


F:359, M) ^ :1.85-1.95(9KnO. Z29(3H.s}, Z 

70-Z90(3KnO. 3.40-3.50(4H,in). 6.80-6.90(2 

Hrii). 7.00-7.10(1H.nO, 7.16-7.24(1H,ni). 7.32 
-7 ^C9H Q ifMi 99riH in *ift-ii nn^i 

H,fn), 1Z80-13.00(1Htii) 


23-2 


3-Me 


Me 

0 0 


F:393. M) <5:Z29(3Ks), Z74(3H,s). Z86(3 
Ks). 3.2O-3.30(2Km). 3. 40-3. 55 (2H. nO . 6.80 
-6.90(2KtTv). 7.07(1H.d,J=4.4Hz), 7.20(1Kt,J 
=7.8Hz), 7.35(1H.s). 7.40(1H,d. J=7.8Hz). 9.1 
7(1H.d. J=4.4Hz). ia73(1Ks). 1Z90(1Ks) 


24 


3-Me 




F:4QZ ro <^:ZOO-Z20(6H,ni). Z29(3Ks}. Z 
65-3.00(5H.in), 3. 40-3. 60 (4H, m) . 6.80-7.20(3 
Km). 7.19(1Kt.J=7.7Hz), 7.30-7.44(2H,ni). 
7.32-7.44(2Km). 9.18(1Kd.J=4.3Hz). 10.63(1 
Ks). 1Z85-1Z95(1Knd 



44 

6/29/05, EAST Version: 2.0.1.4 



wo 00/76980 



PCT/JPOO/03768 



1 0 



I 



H H 



EX 


ArNH 


Data 


EX 


ArNH 


Data 


25-1 




F:323 

M: 279-281 


25-3 




F:381 

M: 246-248 


25-2 




F:357 

M: 272-274 


25-4 


Q3O-NH 


F:405 

M: 290-292 



1 1 



D 



N 





Ex 


r'^ n 


D N 


R * 


Data 


26-1 


Me 


TolNH 


H 


F:315. M) <5 :Z19(6H.s). Z29 (3H.s). 
Z47 (2a t, J = 6.3Hz), 3.45 C2H.nO. 
6.79 (1Hd,J=7.3H2). 7.16 
(1H t. J=7. SHz) . 7.23 (IKbrs). 7.36 
(IKs), 7.48 (mbrdD. 7.53 (1H.brs). 
7.64 (IHbrs). 7.68 (1H.brs). 11.42 
(IK s) 


26-2 


Me 




H 


F:335. rC d :Z20 (6H.s). 247-2 51 
(2H,in). 3.4f-a48 (2Kni). 6.99-7.02 
dHni). 7.27-7.43 (4Hm). 7.74 C2Ks). 
8.10 (ms). 11.63 (1H.s) 


26-3 


Me 

Me-'^^NH 




H 


F:331. f© <y:219 (6H.s). 244-251 
(2H,iii). 3.44^3.49 (2Kni). 3.76 (3Ks). 
6.53-6.56 (IKni). 7.07-7.24 (3Krn). 
7.39 (1H.S). 7.49-7.50 (IHrrO. 7.64 
(IKs). 7.69 (1H.S). 11.51 (IKs) 
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^1 1 (mt) 



26-4 


Me 

lyl^Nv^^Mll 

iNo iin 


0 N'^^^NH 


H 


F:346, 1© <5 :Z19 (6H,s), Z4&-Z52 
(2Kni). 3.51-3.56 (2H.iii), 7.38 (IKs), 
7.51-7.57 (2Km). 7.72-7.82 (Akin). 
9.11 (1H.S), 11.88 (1H.S) 




Me 

Me^'^^^NH 




H 


FN:341. M) 5:218 (6H,s), Z44-Z55 
(2H,ni), Z59 (3H,s). 3.50 (2Kdd). 7.30 
(IKbrs), 7.40-7.46 (0ini). 7.58 
(1H d) 7 68(1H.brs) 7 81 CIH brs) 
7.82(1H,d), a39 (IKs). 11.63 (1H.s) 


26-6 


Me 

Me'^^^NH 




1 1 


F:359. M) <5 :Z18 (6H.s). Z44-Z52 
(2H.nO. 3.51 (2KdcO. 3.86 (3Ks). 7.31 

flH hrs') 7 40-7 47 f2Rm') 7 56 

(1H.d). 7.65-7.77(3H.nO. a62(1Ks), 
11.67 (1H,s) 


2fr-7 


Me 

Me Nn 


0 NH 


H 


F:403, ID d :2.21 (6H.s). Z46-2.55 
(2H,m). 3.49 CZKdcO. 7.26-7.35 (2H.m). 

7 45 flk s) 7 53-7 58 f2R ni) 7 62^ 

7.78(5H.ni), 8.20(1Ks). 11.75 (1H.s) 


26-6 


Me 

Me'^'^^NH 


BnNH 


H 


F:315 . M) <$:Z10 (6Ks). Z30-Z33 
(2Kin). Z30-Z35 (2KnO, 4.60 
(2H,d.J=8.4Hz). 6.92 (IKs). 7.14 

9.1Z^.15 (IKnO 


26^ 


Me 

Me'^^^^NH 




H 


F:329 , M) 5:217 (6H,s). 242-247 
(2Ktn). Z83-Z86 (ZHm). 3.40-3.45 
(2H,nO, 3.56-3.61 (2H.m), 6.85 (IKs), 
7.13 (IKs). 7.18-7.37 CTKnO. a79- 
8 82 (IKni) 


26-10 


Me 

Me''^^^NH 


cHexNH 


H 


F:307 . M) 5:1.20-1.37 (SKud. 1.55- 
1.68 (3Knd. 1.90-1.93 (2KnO, 218 
(6H,s). 240 (2Kt.J=6.8Hz), 3.34-3.39 
(2H,ni), a82-a88 (IKnO. 6.84 (IKs). 
7.08 (IKs). 7.31 (IKs). 7.37 (IKs), 
a 73 (IKd. J=7.3Hz) 
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2&-11 


Me 

Me''^Y^NH 
Me 




H 


F:3e0. 10 d:a97(3Kd,J=6.8Hz). 2.19(6 
Hs). Z81-Z86(1Hm). 3. 35-3. 47 (2H ni) . 
4.34(mt.J=4.9Hz). 7.37(1Ks), 7.53- 
7.57(2H.tn). 7. 67-7. 70 (2H. m) . 7.79-7.82 
(2Hin), 9.17(1H,s), II.BSdKs) 


2&-12 


rr'" 

Me 




H 


F:386. rc 5 :1.40-1.45(mni). 1.53-1.69 
(3Km). 1.78-1.82(mm). Z16(6Hs}. ^ 
T7-2.79(1H.m), 4.33-4.35(1H.in), 7.36(1 
Hs). 7.44(1Ks), 7.53-7.62(2HnO. 7.77 
-7. 82 (2H. rtO . 7. 97 (1H. d. J=7. 3H2)) , 9. 25 
(IK s) 11 93 (1H s) 


25-13 


Me 

Me'^^^^^NH 


TolNH 


O^Ph 


F:419. M) <5:Z23(6H.s). 2 33(3Ks), 2. 
56(2H,t.J=6.3Hz). 3.64(2Kq, J=6.4Hz). 
6.88(1H.d,J=2,4Hz). 6.93(1H.d. J=7.3Hz). 
7.26(1H.t,J=fi.3H2). 7.45-7.65(5H.iid. 
7.65-7.85(3H,m). 9.50(1H,t. J=5.3Hz). 1 
1 76 (1H s) 


2&-14 


Me 

Me''^^^NH 


TolNH 


CH2OH 


F:345. M) <5:Z19(6Ks). Z30(3as). Z 
46-Z55(2H.nd. 3.53(2aq. J=6.3Hz). 4.46 
(2H d, J=5. 4Hz) . 5.24(1H.t.i«.3Hz). 6.7 
8(1Kd,J=7.3Hz), 7.05(1H,t.«W.4H2). 7. 
16(mt.J=7.8Hz). 7.25(ms). 7.46-7.53 
(2H,iii), 7.88(1H.s), 11.35(1H.s) 


25-15 


Me 

Me''^^^NH 


TolNH 


Me'^OH 


Hs), Z29(3H,s), Z48-Z52(2Hm), 3.53 
(2Hq,«>«.4Hz), 4.75(1HquirTt,J=6.4Hz). 
5. 49 OH, d, J=6. 3H2) , 6. 78 (IH. d, J=7. 8H 
z), 7.16(1Ht.J=7.8H2), 7.2(>-7.28(2H. 
nO. 7. 40-7. 52 (2H. nO . 7.80(1Hd, J=1.9H 
2). 11.30(1Hs) 


26-16 


Me 

Me''^^^NH 


TolNH 




F:373, ro <5 :1.49(6Hs). Z20(6Hs). Z 

29(3Hs). Z50-Z55(2HnO. 3.53(2Hq.^ 
6.3Hz). 5.74(1Hs). 6.77(1Hd. J=7.4Hz). 
7.16(1Ht.J=7.8H2). 7.28(1Hs), 7.42- 
7.55(3Hin). 7.88(1Ht. J=4.9H2), 7.88(1 
Hs). 11.24(1Hs) 
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26-17 


Me 


TolNH 


0^0 


F:401. M) fi:Z21(6H.s). Z30(3H.s), Z 
45-2 55(2Kni), 3. 45-4. 00 (9H, ni) . 4.57-4. 
63(mm). 6.79(md.J=7.3Hz). 7.13-7.24 
(2H.nO. 7.31-7.24(2Ki»0, 7.31(1Ks). 7. 
ti /. Otj nv 1 /. oouriiS^, ii.o/un,S/ 


26-18 


Me 

Me NH 


TolNH 


(CHj)^ 

OUUMe 


F:429. if) (5:1.55-1.75(4Kni). 2.19(6H. 
s). 2.29(3H.s), 237(2H.t,J=a8H2). 14 
5-Z60(2H.in). a 45-3. 55 (2K nO , 3.59(3H, 
sj, D. /oun, 0, vF/.onz/. /. U/ Un, t, J=d. 4 
Hz). 7.14(1H.t.J=7.8Hz). 7.26(1H,s), 7. 
4&-7.52(2Km). 7.56(ms). 11.22(1Ks) 


26-19 


Me 

• 

Me NH 


TolNH 


CF3 


F:383. ND <5 : 2.17 (6H.s) . 2.32(3H, 
s). Z42-Z50 (2Hfn). 154 C2Hdd). 6.9 
U ^ln,qj, 7.10-7.17 Un,nv, 7.21C1H,v, 
7.46-7.63 (4H.ni). 11.62 (IKs) 


26-20 


Me 

Me-'^^NH 


TolNH 


Me 


F:329, M) <5:Z19 (6H.s) . Z24(3H.s). 
Z29(3H.s). Z46-Z53 (2H.nO, 3.53 (2 
H,dd), 6.76 (IKd). 7.04 (1H.t). 7.13(1 
n,t;, 7.ZHln.ors;. 7.44-7. 52 \2H,iiv, 7. 
61(1H.brs), 11.24 (IKs) 


26-21 


Me 

Me'^V^NH 
Me 


OjN'^^NH 


Me 


F:374, ID 6 :0.94(2Kd, J=8.4Hz). Z18(6 
H.S). Z29(3H.s). Z90-3.00(1H.m). Z90 
-3.10(2H,ni>. 6.86(1H.s), 7.37(1Ks), 7. 
53(1Kt.J=7.9Hz). 7. 70-7. 80 (3a ni). 9.04 
UH, t, J=Z OrcO , n.DSUH, s; 


26-22 


Me 

Me'^^^NH 


TolNH 


Et 


F:343. rC <5 :1. 19(3H.t, J=7.4Hz). Z19(6 
H.S). Z29(3H.s), Z40-Z56(4Kni). 3.52 
(2H q. J=6. 8H2) . 6.76(1Kd.J=7.3Hz). 7.0 
8(1Kt.J=5.9H2). 7.14(1H.t.J=7.8Hz). 7. 
25(1H.s). 7.45-7.52(2H.ni). 7.56(1Hs). 
11 22f1H.fi) 


26-23 


Me 

Me'^^^NH 


TolNH 


nPr 


F:357,li) 5:0.95(3H,d. J=7.3Hz). 1.67(2 
H.sex.J=7.4Hz). Z19(6Ks). Z29(3Ks). 

Z45-Z55(4Hni), 3.52(2H,q, J=6.4Hz). 
6.75(1Kd.J=7.8Hz). 7. 08 (m t. J=5. 9Hz) , 

7.13(1H,t.J=7.8Hz). 7.24(1H.s), 7.4&- 
7.50(2H.ni). 7.53(1Ks). 11.21(1H.s) 
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Si 1 (^^) 



2&-24 


Me 

• 


ToiNH 


CN 


F:340. ND d : 2.17 (6H. s) . 2.32(3H. 
s). 2.44-Z55 (2H.m). 3.50 (2Hdd). 6.9 
2 (1H.d). 7.22 (1H,t). 7.46-7.54 (2H, 
m). 7.62(1H.s). 7.76(iabrt). 7.97(1H. 
s), 11.87 (1H.S) 


26-25 


Me 

Me^'^^^NH 


TolNH 


COOEt 


F:387. M) 6\ 1.33 (3H,t). 220 (6H.s) 
. Z32(3H,s), Z46-Z54 (2H.in). 3.57 

(2H,dd). 4.29(2H.dd). 6.90 (IKd). 7.24 
(1H,t). 7.48-7.58 (3H.nO. 7.71(1H,br 

s). 8.59(1H brt) 11 72 (1H s) 


27-1 


Me 


PhNH 


Me 


M:189-190, ND <5:2.20 (6H.s). 224 (3 
H,s), 245-250 (2KnO. 3.52 (2H.q.J=5. 
GHz). 6.94 (IK t. J=5. GHz) . 7.00-7.05 (1 
KnO. 7.21 (1H.brs). 7.26 (2H.t.J=10.0H 
z) 7 61 (1H brs) 7 66 (2H d .^10 OH 

z). 11.28 (IKs) 


• 

27-2 


Me 

Me Nn 


PhNH 


Ph 


M:17a-175, ND <5:218 (6H.s). 245-2 5 
5 (2Km). 3.50 (2K q. J=5. 8Hz) , 6.90 (H 

t J=S aHr') 6 98 flKt ^^7 2Hz^ 7 25- 

7.50 (6Km). 7.60-7.75 (5H.rn). 11.46 (1 
Hs) 


2S 


• 

Me 


TolNH 


Ci 


F:349. ri) 5:218 (6Ks). 2 30 (3H.s). 
2 46-2 52 t2H fii) 3 52 f 2H. dd) 6 83 

(1H,<0. 7.13-7.20 (IKm). 7.36-7.50 (4 
Kni), 7.61 (lH.brs). 11.38 (IKs) 


29 


Me 


TolNH 


F 


F:333. ND <^ :2 18 (6Ks). 229(3Ks), 
245-253 (2KnO. 3.52 (2Kdd). 6.79 (1 
Kd). 7.15 (IKt). 7.29(1Kbrs). 7.40- 
7.53 (3KnO. 7.88(lKbrt). 11.35 (IKs) 


30 


Me 

Me'^^^NH 


TolNH 


CHO 


F:343. M) (^:220(6Ks). 232(3Ks), 2 
48-252(2Kin). 3. 60 (2K q. J=5. 8Hz) , 6.93 
(1Kd.J=7.8Hz). 7.25(1Kt.*M7.8H2). 7.5 
0-7.60(2H.iiO. 7.74(1Ks). 8 11 (IKs). 
8.79(1Kt.J=5.4Hz). 9.63(1Ks), 1203(1 
Ks) 
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31 


Me 


TolNH 


(CH2)2 

COOMe 


F:415. NC 5:1.23 (3H. t, J=6.8Hz). Z29 
(6H.s). 2.34 (3H.s). 2. 59 (2H. t. J=5. 8H 
z). 2.75-2.85(4H.in). 3. 58 (2H, q. J=5. 9H 
z), 5.12(1H,s). 5.65(1H.s). 6.80(1H.d.J 
=7.3Hz), 7.18(lH,t.J=7.9Hz), 7.46(1H. 
s), 7.51 (IKs). 7.58(lH.dJ=7.9H2). 10. 
84(1H.s) 


32-1 


Me 


TolNH 


(CH2)2 

GOOH 


F:387, M) <5 :Z20(6H,s). Z29(3H,s). 2. 
45-Z55(2H.tiO. 2 60-Z76(4Hni). 3.54(2 
H,q,vW.9Hz). 6.76(1H.d,J=7.3H2), 7.14 
(lH.t.J=7.8H2). 7. 20-7. 33 (2a m). 7.40- 
7.50(3H.ni). 11.18(1H,s) 


32-2 


Me 

Me'^^^NH 


TolNH 


COOH 


F:359. H) 6: 2.3Z (3H.s). 2.38 (6H.s) 
. 2.77(2H.brs). 3.66 (2H.dd). 6.91 (1 
H.d), 7.25 (IKt). 7.50-7.60 (3KnO. 8. 
76-a82(2H,m), 11.0-1Z0 (IKbrs), 11.9 
2 (IHs) 


33 


Me 

• 


TolNH 


^Ph 
OH 


F:421. ^D 5:Z16(6Ks), Z27(3Ks). 2. 
3O-Z50(2H.m). 3. 40-3. 50 (2K nO . 5.78(1 
H, d, J=5. 8Hz) . 6.39(lH,d.«^.9Hz). 6.76 
(md,J=7.3H2). 7.12-7.51(10H.ni). 7.96 
(1Hd.J=ZCH2). 11.31(1H.s) 


M 


Me 

Me''^^^NH 


TolNH 


Me 


F:355. ID <5:Z12(3Hs). Z18(6H.s). Z 
30(3H.s). Z45-Z50(2KnO. 3.49(2Kq.J= 
6.4H2). 5. 35 (IN. s). 5.43(1H.s). 6.79(1 
H.d.J=7.3Hz). &87(1Ht,J=5.3Hz). 7.14- 
7.20(1Kin), 7.33(1H,d,s*=1.9Hz). 7.50-7. 
52(2Kiii). 7.63(md.J=1.9Hz). 11.37(1H. 
s) 


35-1 


Me 

Me''^"^NH 


TolNH 


Bn 


F:405. ro «5:Z14(6Ks). Z28(3Ks). Z 
44(2H,t, J=6.9Hz). 3.48(2H.q, J=6.3Hz). 
3.96(2H.s), 6.76(lH.d,J=7.3Hz). 7.05(1 
Kt.J=5.4Hz). 7.10-7.40(6Kni). 7.45-7.5 
5(3Hni). 11.23(lH.s) 


35-2 


Me 

Me-'^'-^NH 


TolNH 


IPr 


F:357. ND <5 : 1 . 17 (6H. t J=6. 8Hz) . Z19(6 
H,s). Z29(3H.s), Z45-Z50(2Hnv), 3.04 
(1Ksep.J^.3Hz). 3.53(2H.q.J=6.9Hz}. 
6.76(1H.d,J=7.3H2). 7.10-7.16(2H,rn), 7. 
27(1Hd,J^5Hz). 7. 45-7. 55 OK nO, 11.2 
OdKs) 
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ai 2 



Ex 



Structure 



Data 



36 



HO 



H Me 



M:243-247, if) :Z30(3Hl s), 3.27(3H.s). 3.45(2Kq.J= 
5.0Hz), 3. 61 (2H. q, J=5. OHz) . 4. 77(1H. t. J=5.0H2). 6.85 
(1H.d,J=5.0Hz). 7.1O(md.vW.0Hz). 7. 18(1H.t, J=5.0H 
z). 7.30(2H,q,J=6.0H2). 7.52(1H.s). 7.62(1H.t. J=5.0H 
z). 9.24(lH.d,»«.0Hz). 1285(1Hbrs) 



37 



Me N 

Me''*^N"^N 
H Me 




CONH. 



F:345, W) (5:216(6Ks). Z32(3H.s). Z46C2H.t. J=6.8H 
z). 3.25(3Ks). 3.40-3.60(2H.ni), 6.86(1H.d, J=7.3H2). 
7.11(1H.d,J^.4H2). 7.17(1H.t.J=7.8Hz). 7. 37-7. 42 (2H, 
nO, 7.54--7.60(1H,nO, 9.23(1H.d,»M.4Hz). 1285(1H,8) 



38 




CONH, 



F:314. M) <5:Z19'(6Ks), Z44-Z49 (2Hrn), 3.41-3.45 
(2Kin). 5.89 (md,J=a8H2), 6.67-6.73 (2H.ni). 7.02 
(2Ks), 7.08-7.12 (IHm), 7.46 (IKd, J=8. 3Hz). 7.52 
(IKs). 7.75 (1Kd.J=8.8Hz}, 11.51 (1H,8) 



39 



Me 



Me 



H 



M:179-181, ID <5:Z18 (eH.s). Z32 (3Ks), Z44-Z47 
(2Hni). 3.40-a55 (2H.m). 6.93 (IKd). 7.23 (IHt). 
7.53-7.57 (2H,nO. 7.67 (1H,brs), aQ2 (1H,brs), a33 
(IKbrs). 11.45 (IKbrs) 
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CONH2 




W L T ^» fit ^^7" □ 7 • j -;k 

R ' : -N (R') R\ -m3S^^^LXi,Bil^mkT)l^\y>-NXR^) OH. X(4S»S 




A«:NR\ CO. O. S. ®g&g$WLr4,aLN<®BkT;i/^U>. Xld^^. 

R=. R\ R\ R^ R*&1;R' : l^-Xtim^PoT. tK^H^. /nP^X OH. NH,. 
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2. TiB-«S!iC (10 r'5?**i*is^a)©ffli(=t2m**i,§^^«m^Mi^{*x(*^a)^ 



D :^S*WLrtSl^7U-;k Xfi^S^5^L-C4iat^'^xP7'J-;k 
R ' : ~N (R^) R\ 

A\ A* : l^-Xli^cCoT. MSyi^WLTtSL>«»7;MrUX Xtt 



ESa : SS&S^WLrtfiL^t'^P7;i4=-L/>, X(iSg^^WL-C*,fil^7'J-L/>. 
A' : NR\ 

R\ R\ R\ R\ R^&W : m-y-ltmU-oX. tK^JI?-, /\P>fX OH» NH^, 

CN, -CHO. -c(=NH)-NH2. g^$WLrtfit^iSi»7;u^;k -c(=o)-s^s 
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N 
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H R* 

D :SgUI^WLTtSL^T•J-;k XI±@^$WLr4,mL>^xn7'J-Jk 

R' :-N (R')R% 

A^:JK^, 
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JU/H^-y-S h\ 6- (4-:^P^T-'J/) -2- [ (2-i;> ^;UT 5 y xf^;U) TSy] 

5 K>-5-*;Ul5^+^5 K 6- (3.5-i^:fn^T-'J/) -2- [ (2-i/>5^JU7Syxf^;i.) 

75^] -^e'J5 K>-5-*Jl/7H4-9-5 K. fr- (3. □ □ 7:=- U / ) -2- [ (2-v^^jU 

75>'x^;i.) 75^3 s K>-5-*;nK#-9-5 K fr- (3-:^0^-4->f^;U7-'J 

>') -2- [ (2-i?^f^;U75>'Xf-;U) 7Sy] -4-e'J5 K>-5-^jU7t?if-9-S K. 2- [ (2- 
V>5^;U75/X5^;U) 7Sy] -6- (3.4.5-h'J^DP7-'jy) -4-e'J 5 K>^*;U7t? 
^■b-S K, 6- (3,5-v^a^EH->f^;U7-'j>') -2- [ (2-i?y ^;U7 5 >' Xf^;u) 75 

y] -4-e'j5 K>-5-*;^7^:^■9■5 K 6- (3.5-i?^p^E-+-y h^*>7-'j>') -2- [ (2-v 

>5^;i/75yx-9^;U) 75 y] -4-e'j5 K>-5-*;U/t?=^-9-5 K. 2-[ (2-i?>^;U75yi/ 
^P^>^;U) 757] -6- (3->5^JU7-'J>') -♦-eU 5 K>-5-*;i/;t?s|r-9-5 h% 2- 

[ (2-v>f-;b75y:^Pt';u) 75^] -&- (3-x^;u7- 'J ^ ) -4-eg5 K>-5-*;u;t? 

4f-b-5 h\ 2- [ {2ri>:f'f-)VT^ J-^^)l') 75^3 (3-^ ^;i/7.=. U / ) -4-e'J5 K 

>-5-*;u7t?^+i-5 K 2-[[ (2-i;>5^ju75y-3->^;i/) ^^ju3 75/3 -6- (3->^;u 
7-'jy) H-e'j 5 K>5-*;U/-n=^-9-5 h\ 5- [ (2-i;<>t^;u75yx^ju) 75/] -3- 
(3-> g^jU7- 'J y ) i;>-2-*;i/7t-*^-y- 5 K. 6-^ p p-&- [ (2-i5> 5^;u7 5 y xf^ 

JU) 75/3 -3- (3-;<^;U7-'jy) e^i?>-2-*;U7t?+-9-5 6-'>7y-6- [ (2-i;> 
^;i.75yx5^;i.) 75y3 -3- (3-/5^;U7-'jy) t7i?>-2-*>l'7t?^-9-5 h\ 5- 

[ (2-i;>^;u75yx5^;u) 75y3 -3- (3-^ h4^e/*;u;H-;i/7-'jy) e^i;>-2- 

*;i/7f?^'y-5 K» 5- [ (2-i/> ^;U7 5 y x^>U) 75y3 -3- (3-^hP7— 'jy) If^i? 
>-2r±)lif.^^^ Ks 5- [ (2-i;>^;U75yx^;u) 757] -3- (3-/ f^;U7- 'J y ) - 
6->TF;ue^v>-2-*;U/i?^-b-5 K. 5- [ (2-v/5^JU75yx^jU) 75y] -3- (3-> 

TF;u7-'jy) -fr-x5^jue^i;>-2-*;u/K^-y-5 Kxi±-5';Kba>iS. 

7. m^'iSL'^m^oy^mzmi^iiiMm^om^^^(nmmm^ 
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